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1. 



Box No. I Basis of the report 

filed. SSSSK ° n thS internationa. application in the language in which it was 

D ,S , baSed ° n r translatior, s from the original language into the followinq lanauaae 

which is the language of a translation furnished for the purposes of: °" OWing ,an 9 ua 9 e . 

□ international search (under Rules 12.3 and 23.1 (b)) 

□ publication of the international application (under Rule 12 4) 

□ international preliminary examination (under Rules 55.2 and/br 55 3) 

2 BSSB^^S^-^^^^ 



Description, Pages 

1 " 87 as originally filed 
Claims, Numbers 

1 ~ 1 1 received on 24.02.2005 with letter of 22.02.2005 
Drawings, Sheets 

1J20-20J20 as originally filed 

□ a sequence listing and/or any related table(s) - see Supplemental Box Relating to Sequence Listing 

3. H The amendments have resulted in the cancellation of: 

□ the description, pages 
S the claims, Nos. 12-32 

□ the drawings, sheets/figs 

□ the sequence listing (specify): 

□ any table(s) related to sequence listing (specify): 

□ the description, pages 

□ the claims, Nos. 

□ the drawings, sheets/figs 

□ the sequence listing (specify): 

□ any table(s) related to sequence listing (specify): 

* If item 4 applies, some or all of these sheets may be marked "superseded." 
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fppliSbi'V """-^""^ment of opmten with regard .. novet y, .nvenlive step and indusWa. ~ 

□ the entire international application, 
IS claims Nos. 1 ,2 (both partially) 
because: 

see separate sheet 

thatt 8 ^ or said Cairns Nos. are so unclear 

cotld be formed C ' aimS ™ S ° in ^quately supported by the description that no meaningful opinion 
no international search report has been established for the said claims Nos. 

C ViS^ta^r!^^^ ' iSting does not com P'V with the standard provided for in Annex 



□ 

□ 

□ 
□ 



□ 



the written form 



the computer readable form 



□ has not been furnished 

□ does not comply with the standard 

□ has not been furnished 

□ does not comply with the standard 



□ See separate sheet for further details 
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1. Statement 
Novelty (N) 

Inventive step (IS) 

Industrial applicability (IA) 



Yes: 


Claims 


1-11 


No: 


Claims 




Yes: 


Claims 


1-11 


No: 


Claims 




Yes: 


Claims 


3-11 


No: 


Claims 





2. Citations and explanations (Rule 70.7): 
see separate sheet 



Box No. VIH Certain observations on the international application 

£^?uC/up?^^ - *«•"» °r on ,h e quas^n Aether ». 

see separate sheet 
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Re Item I 

Basis of the report 

Amendments made are considered not to go beyond the disclosure as filed. 
Re Item III 

apXbinr ment OPini °" Wi ' h re9ard ,0 n ° Ve,,y ' inVen,iTO StSp and indu8trte ' 

Claims 1 and 2 do not exclude /„ vivo use of the maiKerfs) In question Therefore claims 1 
and 2 a. leas, partially relate to subject-matter considered by mis Authori^ ,o be Ive red 
by the protons of Rule 67.1 (iv) PCT. Consequently, no opinion will be fomulat^ wTh 

£w(a>m , p h CT) dUS,ria ' aPP " Cabi,i,y °' SUbie0t — * c'aims °Zcle 



Re Item V 



Reasoned statement with regard to novelty, inventive step or industrial appllcabilitv- 
citations and explanations supporting such statement applicability, 

None of the documents cited describes a maiKer for colorectal cancer havina an aooamn, 
molecular weight of 3980 Da. All claims are therefore considered ,o bl „«? ***** 

D6 is considered to represent the closest prior art and discloses- 

m^^ptC dia9nOS ' nS 00 ' Ore0,al Can ° er ln 8 fr0m 3 ™' « ha 

assaying said sample by a quantitative detection assay and determining the intensitv 
agna, of at least one marker (claim 43) when assaying a serum sample vrfth SSSStDF 

ZZ oT "T" ^ 9 ' ' ineS 12 - 16) Usins P rotein chi P s '™ Cipherger, ifosystems 
(page 9, line ,29- page 10, line 13). The difference between present claim 1 1ndM ^Z 

disclosure of a specific maiker having a molecular weight of 3980 Da The re s tZ fs to bt 

no unexpected effect derivable from this difference. The objective probLm To h Tolved 

c~1he re so t,! 0mU ' at n\ S re ' a,ina * 0: H ° W l ° " a " -tforeS, 

' USe ° f ' he mari<er hav,n 9 3980 Da is considered to be invemivefor 
the following reasons: There is no suggestion in fhe prior art cited that such a IT 
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exists. Accordingly, presence of inventive step can be acknowledged. 
Subject-matter of claims 3-1 1 is industrially applicable. 
Re Item VIII 

Certain observations on the international application 

In the present claims the markers in question are characterised by the "apparent 

apparent molecular weigh, of 3980 Da and one oft £S£ 7^ m 2 ZZa 
apparent moleoular weight). These olosely related markers imply thauhe pZse 

precise molecuiar weigh, presents a oon,radic,7on in the XTme^auaS u^feee 

pert ZTToi r ,aims cannot be ° ons,dered - « - -S-tsr. 

differs from that with 3984 Da only by 4 Da). marker of 3980 Da 

Accordingly also claim 7 cannot be considered to fulfil the requirements of Article 6 pot 

zszzzzzsxl 20 9e,s are not — * - r 

I, ts no, clear whether the international application discloses a way to determine the 
EES'' IT 911 ' ^ SU ° h 3 Pre0iSi ° n - ° ,her words » * doub«u, wh^eMhe nation 

r r r e ,n art a ( r rt :r 5 b ^ ° ,ear and ** «— °- ~ on 

oeW^ oTme 8 in 9 v:nL d n eSOriP,i ° n °" ^ 1 * ,haUh9 "a fe * Ure is — - *» *• 
■The intensHy signal for marker [...] 3980 Da is decreased when assaying a serum 
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sample on IMAC30 chip (Ciphergen)." Without that feature the invention claimed could not 
be earned out. If the signal is decreased in serum samples of a patient it must also be 
present in serum samples of healthy persons. Therefore, a measurement of a decrease of 
the signal (with a certain threshold) is essential to the invention. 

Since independent claims 1 and 3 do not contain this feature they do not meet the 
requirement following from Article 6 PCT taken in combination with Rule 6.3(b) PCT that 
any independent claim must contain all the technical features essential to the definition of 
the invention. 
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Claims 

1. Use of a polypeptide marker having the apparent molecular weight of 3980 n* for eh 

r r 0 ;:r rrr ' ~ — - - — * - — 

2^ Use of a polypeptide marker according to claim l ,n combination with at least one 
add.t.ona. marker selected from the group consisting of the polypeptides haZ 
molecular weights of y ^ BS navmg apparent 

66800 Da, 66500 Da, 66300 Da, 64860 Da, 60730 Da, 60500 Da 60475 
Da 46000 Da, 45500 Da, 44300 Da, 33000 Da, 28040 Da, 28025 Da 
28010 Da, 28000 Da, 27700 Da, 19966 Da, 19900 Da 19865 Da 1615H 

^ooT 15580 ° a ' 15200 ° a ' 15140 D3 < ^470 Da 14300' D a 
1410 Da 14030 Da, 13870 Da, 13747 Da, 11723 Da, 13700 Da, 13331 

iL Da 11989 11987 ° a ' 11900 D *' "™ ol 

11650 Da, 11550 Da, 11500 Da, 11133 Da, 11080 Da, 10830 Da 9950 n a 

9700 Da, 9600 Da, 9197 Da, 9140 Da, 9090 Da, 9079 Da, 8971 Da 8940 

7023 8 D 31 sl'JT 8652 8580 ^ 8230 D *' ™ £™ ol 

2 n I ' 6850 6660 ° a ' 6650 Da ' 6635 Da ' 6450 Da, 6436 

Da, 6435 Da, 6430 Da, 6125 Da, 6110 Da, 6090 Da, 5920 Da 5906 Da 

5905 Da, 5900 Da, 5871 Da, 5857 Da, 5540 Da, 5360 Da 5330 Da 5266 

Da, 5260 Da, 5234 Da, 5075 Da, 4977 Da, 4749 Da, 4660 Da 4640 Da 

4634 Da 4500 Da, 4480 Da, 4460 Da, 4330 Da, 4300 Da, 4290 Da! 428* 

!nAo ' 4266 ° a ' 4264 D3 ' 4168 Da ' 4136 ^, 4039 Da 4024 Da 

4000 Da, 3984 Da, 3960 Da, 3895 Da 3882 Da, 3878 Da, 3816 D 3777 
Da 3712 Da, 3680 Da, 3651 Da, 3574 Da, 3570 Da (def 2) 3487 D 3480 

Da 3 ^loT 50 ** (d6f 1} ' 3444 ° a ' 3408 ° a ' 3372 3280 3275 Da 
Da 3160, Da, 2960 Da, 2955 Da, 2933 Da, 2878 Da, 2850 Da 2840 Da 

2799 Da, 2693 Da, 2462 Da, 2450 Da, 2364 Da, 2330 Da, 2275 Da 2230 
Da, 2210 Da, 1945 Da,1930 Da, 1688 Da, 1536 Da, 1365 De ,1256 Da 
1042 Da, 1026 Da, and 1005 Da, ' 

for the prediction of the cl.nica. outcome, complications and mortality of an individual 
diagnosed with colorectal cancer. individual 

imp^nT d ' a9 " OS ' n9 C °' 0reC ' al 3 SamP ' e 3 mammal " the «*- 

assaying a sample obtained from said mammal by a quantitative detection assav 

the intensity si g na, or a marker Having apparent moiecuTar ^ht 

comparing said intensity signal with a reference value 
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identifying whether the intensity signal of the marker from the sample is significant 
different from the reference value. significantly 



tat T * 9 C 3 ' WhSrein thS marker havin 9 the ™>lecular weight of 

3980 Da Is combined with at least one additional marker selected from the orouo 

consisting of the polypeptides having apparent molecular weights of P 

10 n 68 !L Da ' 66500 ° a ' 66300 ° a ' 64860 Da ' 60730 ^ 60500 Da 60475 

10 Da, 46000 Da, 45500 Da, 44300 Da, 33000 Da, 28040 Da, 28025 Da 

28010 Da, 28000 Da, 27700 Da, 19966 Da, 19900 Da, 19865 Da 16150 

Da, 15935 Da, 15580 Da, 15200 Da, 15140 Da, 14470 Da, 14300^ 

14100 Da, 14030 Da, 13870 Da, 13747 Da, 11723 Da, 13700 Da 13331 

l^O Da' n ° ^ ^ ^ 11987 °°> "~ Da ' 11700 ^ 

a™ r, ' ^ 11500 Da ' 11133 Da ' 11080 Da ' 10830 Da 9950 Da 

9700 Da, 9600 Da, 9197 Da, 9140 Da, 9090 Da, 9079 Da 8971 Da 8940 
Da, 8931 Da, 8930 Da, 8652 Da, 8580 Da, 8230 Da, 7469 Z 7324 Z 
7023 Da, 6880 Da, 6850 Da, 6660 Da, 6650 Da, 6635 Da 645C Da 6436 

5905 D 35 IT 6125 6110 ^ 6090 Da ' ^ 5906 ol 

5905 Da, 5900 Da, 5871 Da, 5857 Da, 5540 Da, 5360 Da 5330 Da 5266 

Da 5260 Da, 5234 Da, 5075 Da, 4977 Da, 4749 Da, 4660 Da 4640 Da 

4634 Da, 4500 Da, 4480 Da, 4460 Da, 4330 Da, 4300 Da, 4290 Da 4281 

Da, 4270 Da, 4266 Da, 4264 Da, 4168 Da, 4136 Da, 4039 Da 4024 Da 

r 0 ,^ 3984 3960 ° a ' 3895 ° a 3882 Da ' 3878 
2S Da , 3712 Da, 3680 Da, 3651 Da, 3574 Da, 3570 Da (def 2), 3487 Da 3480 

Da (def 3),3450 Da (def 1),3444 Da, 3408 Da, 3372 Da, 3280 3275 Da 

279C ^Da 0 ^^^ 955 2933 ° a ' 2878 Da ' 2850 Da 28 «° E 
2799 Da, 2693 Da, 2462 Da, 2450 Da, 2364 Da, 2330 Oa 2275 Da 

?042 D ° ^;i 945 ^ 1930 1688 ^ 1536 "65 Da 12 f 6 Da 
J0 1042 Da, 1026 Da, and 1005 Da. 

5. A method according to claim 3 or 4, wherein the reference valued , 

35 

6. A method according to claim 3 or 4, wherein the reference valued is/arr ,„ te > 

40 7. A method according to any of claims 3-6, wherein the quantitative detection „ 
seiected from the group consisting or immunoassay. IdnelUeaM ^ ^D «H r l,n 
an-ay, gene array and other nano-technology methods. P 
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8. A method according to any of claims 3-7, wherein the signal is selected from the group 
consisting of fluorescence signal, mass spectrometry images, radioactivity and enzyme 
activity. 

9. A method according to any of claims 3-8, wherein the intensity signal for the at least 
one additional marker 15200 Da, 6125 Da, 5900 Da, 3275 Da and 2955 Da is increased 
and the intensity signal for markers 4290 Da, 2450 Da, and 1536 Da is decreased when 
assaying a serum sample on a protein chip that incorporates carboxylate chemistry that 
acts as a weak cation exchanger, such as a CM 10 protein chip. 

10. A method according to any of claims 3-8, wherein the intensity signal for the additional 
markers 33000 Da, 16150 Da, 15935 Da, and 15200 Da is increased when assaying a 
serum sample on a protein chip being a strong anion exchange array with quaternary 
amine functionality, such as a Sax2protein chip. 

11. A method according to claim 3-8, wherein the intensity signals for the additional 
markers 5340 Da and 5906 Da is increased and the intensity signals for markers 6880 Da 
and 28010 is decreased when assaying a serum sample on a having an immobilized metal 
affinity capture array with a nitriloacetic acid (NTA) surface, such as a IMac30 chip 
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